Hemostatic status in long-term surviving xenografts.
Liver xenotransplantation presents, apart from immunologic problems, metabolic incompatibilities between species. The liver plays a key role in blood coagulation. The aim of this study is to describe the hemostatic status of long-term surviving xenografts in a hamster-to-rat liver xenotransplantation model. Orthotopic liver transplantation with Tacrolimus and MMF was carried out with Golden Syrian hamsters, Brown Norway, or Dark Agouti rats as donors and Lewis rats as recipients. Prothrombine time (PT), activated partial thromboplastin time (APTT), antithrombin, protein-C, free protein-S, TAT-complexes, and factors V and VIII were assessed using standard methods. Protein-C was absent in rats, but values in xenotransplanted animals increased progressively toward those recorded in hamsters. Xenotransplanted animals also acquired PT, APTT, free protein-S, and antithrombin levels similar to those of donors and we observed a substantial activation of coagulation especially 7 days post-transplantation. Despite TAT high levels, we did not find thrombotic alterations in the histologic analysis of grafts. These results reflect a destabilization of the thrombotic-hemostatic balance, not associated with consumption coagulopathy, which gradually disappears. This deregulation is a general imbalance resulting from the replacement of all the components of hepatic synthesis. After 100 days of xenotransplantation, the absence of symptoms of thrombosis or hemorrhage suggests that the change of hemostatic status takes place under conditions of relative equilibrium.